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Abstract

Background: Approximately 20% of patients who are discharged from hospital for an
acute exacerbation of COPD (AECOPD) are readmitted within 30 days. Prediction scores
are helpful to identify those who are at higher risk of readmission, such that they can be
prioritized for readmission-reducing interventions.

Objectives: To develop and determine the accuracy and precision of a clinical prediction
model using data available in electronic medical records to predict 30-day readmission
in patients discharged after a hospitalization with an AECOPD.

Methods: A dataset was created using all admissions to General Internal Medicine from
2012 to 2018 at seven hospitals in Toronto, Canada. We fit and internally validated
models with six algorithms.

Results: Of the 16,314 patients admitted with an exacerbation of COPD, 15.4% were
readmitted at 30 days. Top-performing models included LASSO, logistic regression,
linear discriminant analysis, and XGBoost with C-statistics of 0.688 + 0.024, 0.690 +
0.026, 0.687 £ 0.023, and 0.686 + 0.022. The four top models had similarly high specificity
(96%-98%) with poor sensitivity (14%-20%) at a decision threshold of 50%. At a more
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aggressive decision threshold of 20%, specificity was less (69%-73%) with a modest
improvement in sensitivity (55%-59%). The most important predictor of readmission risk
was the number of hospitalizations in the previous year.

Conclusion: We generated clinical prediction models to predict all-cause 30-day
readmissions after an acute exacerbation using data from 7 hospitals' electronic
medical records. Further work should be done to improve performance, especially
sensitivity.
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Abstract

Background: Elevated pulmonary pressures can lead to right ventricular (RV)
dysfunction, worsen respiratory status, and increase overall morbidity in chronic
obstructive pulmonary disease (COPD) patients. Yet, little is known about the impact of
right sided pressure changes during COPD exacerbations (AECOPD) on patient
outcomes.

Aim: To determine whether pulmonary pressures are elevated during AECOPD compared
to stable phase and to investigate the association between tricuspid regurgitation (TR)
gradient during AECOPD and days alive and out of hospital (DAOH).

Methods: This multicenter, prospective study of pulmonary pressures changes in
patients with AECOPD and stable phase. Inclusion criteria were diagnosis of COPD and
admission with AECOPD. Transthoracic echocardiography (TTE), including TR gradient,
tricuspid annular plane systolic excursion (TAPSE), RV diameter, and right atrial
parameters, was performed during AECOPD and stable phase.

Results: Of 250 patients, 232 underwent TTE during AECOPD, and 107 completed stable-
phase follow-up. Reasons forincomplete follow-up included death (46), withdrawal (23),
poor TTE quality (21), and unmeasurable TR gradients (35). TR gradient increased
significantly during AECOPD, with a mean difference of 6.0 mmHg (95% CI: 2.5-9.6), while
TAPSE, RV diameter, and right atrial size showed no significant changes. Higher TR
gradients during AECOPD correlated with lower DAOH.

Conclusion: TR gradient were significantly elevated during AECOPD, suggesting that
transient right-sided pressure spikes are associated with COPD exacerbations. However,
the direction of this association remains unclear, and further research is needed to
determine whether right-sided pressure changes contribute to exacerbations or whether
exacerbations themselves drive these pressure spikes.
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Abstract

Introduction: Understanding patient perspectives on asthma and chronic obstructive
pulmonary disease (COPD) is limited, with no prior studies employing such a large-scale,
proactive survey to systematically target individuals with a confirmed prescription for
inhalation medication. This study aims to explore how patients with asthma or COPD
manage their lives, including treatment experiences, symptoms and impacts on daily
life.

Methods and analysis: A nationwide survey will be launched in January 2025, targeting
adults (218 years) in Denmark diagnosed with asthma or COPD and prescribed or
dispensed inhalation medication between 1 October 2023 and 30 September 2024. Data
from the Danish Health Data Authority's Register of Medicinal Product Statistics will
identify eligible individuals. The electronic survey will be distributed via e-Boks to
approximately 450 000 individuals.The questionnaire integrates validated tools-COPD
Assessment Test, Modified Medical Research Council scale, EuroQol 5-Dimension 5-
Level and Asthma Control Test-alongside expert-developed questions on symptoms,
diagnosis, disease control, treatment and patient experiences. Questionnaire
development included 10 cognitive interviews with patients from the Outpatient Clinic at
Vejle Hospital.Descriptive statistics will be used to analyse both continuous and
categorical data, with sensitivity analyses conducted as well. Data management will be
handled in Research Electronic Data Capture, and statistical analyses will be performed
using Stata V.18.0.

Ethics and dissemination: The study is registered with the Danish Data Protection
Agency (24/5229) and Open Patient Data Explorative Network (OP_2094) and follows the
Declaration of Helsinki. Results will be published in peer-reviewed journals, presented at
national and international conferences and shared through patient associations.
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Abstract

Background: COPD phenotyping is an approach for developing tailored therapies. The
eosinophilic phenotype is associated with exacerbation risk and response to specific
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treatments. This study evaluates the relationship between sputum and blood
eosinophilia, hypothesizing that sputum eosinophil percentage (SpE%) better reflects
disease severity and exacerbation risk than blood eosinophil counts (BEC).

Methods: A single-center, prospective observational cohort enrolled 107 participants
aged 40-80 with clinically diaghosed COPD. Participants completed spirometry, a 6-
minute walk test, and questionnaires, and blood and sputum samples were provided at
baseline and 3 months. BEC and SpE% were measured via routine complete blood
counts and flow cytometric analyses (FACS). Eosinophilic phenotype thresholds were
defined as BEC=300 cells/pL and SpE%=2%, and associations with clinical
characteristics and outcomes were investigated.

Results: Adequate sputum specimens were obtained less frequently than blood (60.7%
vs 98%). SpE% showed poor repeatability (interclass coefficient 0.36) and poor
correlation with FACS (Spearman's p=0.008, p=0.58). Conversely, BEC showed higher
repeatability (p=0.67, p<0.01) and better correlation with FACS (p=0.74, p<0.01). More
participants were classified as eosinophilic COPD by sputum (33.3%) than by blood
(19.6%). BEC values were poorly correlated with SpE% (p=0.13, P=0.39), and sputum and
blood-based diagnostic criteria showed poor agreement (64.5%, Cohen's k 0.10). High
SpE%, but not high BEC, was associated with lower FEV, % predicted.

Conclusions: In stable COPD patients, BEC and SpE% did not correlate well, and blood-
and sputum-based diagnostic criteria identified different individuals. Defining
eosinophilic COPD requires a better understanding of the biocompartment sampled,
testing methods, and cut-off values used.

Keywords: COPD; biomarkers; blood; eosinophils; phenotypes; sputum.
JCOPDF © 2025.
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Abstract

Rationale: Chronic lung diseases, including COPD and bronchiectasis (BE), may differ by
sex in symptom onset, diagnostic delays, and disease burden. This study examined
healthcare experiences and symptom burden among individuals with self-reported
COPD, BE, or non-tuberculous mycobacteria (NTM).

Methods: This cross-sectional study analyzed data from an online survey of U.S. and
international participants with self-reported COPD, BE, or NTM, recruited via COPD
Foundation (COPDF) social media. The questionnaire, developed with input from COPDF
leadership, physician-researchers, and patient stakeholders, assessed healthcare
experiences, disease burden, and symptoms. A subset of women answered menopause-
related questions. Descriptive statistics were compared by sex and disease group: COPD
(with/without BE or NTM) and BE (with/without NTM). T-tests assessed continuous
variables; chi-square or Fisher's exact tests analyzed categorical variables.

Results: Among 632 respondents (mean age 70+9 years, 74% women), 68% reported
COPD and 32% BE. Women with COPD were younger (p=0.048) and sought care sooner
after symptom onset (p<0.010) than men. More women with COPD didn't have their
diagnosis explained by a healthcare provider (p=0.038) and reported diagnosis-related
anxiety, depression, or fear (p=0.007). Among participants with BE, men were more likely
to receive a confirmed diagnosis sooner (p=0.038) and during hospitalization (p=0.024).
Disease management burden, pulmonologist visit frequency, CAAT scores, numbers of
comorbidities, and financial burden were similar across groups. Over 75% of women
were postmenopausal, and one-third reported worsened pulmonary symptoms post-
menopause.

Conclusions: Differences in diagnostic delays and symptom burden highlight the need
for further research into healthcare disparities to improve pulmonary care and
outcomes.

Keywords: COPD; bronchiectasis; self-perceived experiences; sex.

JCOPDF © 2025.
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Abstract

Background: COPD risk profiles have been described in populations comprised of or
including older adults, leaving factors associated with COPD in younger adults
overlooked. We aimed to determine patient profiles of physician diagnosed COPD in
younger adults.

Methods: A cohort study was conducted using population-based survey data linked to
health administrative data from Ontario, Canada from 2007 to 2018. Younger adults 35 to
55 years newly diagnosed with COPD by physicians were matched to controls without
physician diagnosed COPD. Multivariable conditional logistic regression models were
used to identify statistically significant predictors of COPD. To contextualize results, the
analysis was repeated in older adults.

Findings: There were 1094 younger adults with new physician diagnosed COPD. In
adjusted analysis, previous influenza or pneumonia, higher level of comorbidity, a
mental health condition and a history of asthma independently predicted COPD
diagnosis in younger adults. With the exception of mental health conditions, these same
variables predicted COPD diagnosis in older adults. However, male sex, lower income, a
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history of respiratory disease other than asthma, and being overweight or underweight
predicted COPD diagnosis in older but not in younger adults.

Interpretation: Having a mental health condition was associated with physician
diaghosed COPD in younger adults while male sex, lower income, a history of respiratory
disease other than asthma, and being overweight or underweight did not. This new
knowledge can be used to dispel stereotypes about COPD. They also suggest that
different screening criteria should be considered for younger adults.
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Abstract

Objective: To investigate the relationship between serum lipid levels and the risk of
Chronic obstructive pulmonary disease (COPD) in the UK Biobank.

Methods: We performed this prospective study in 381,938 adults without COPD from UK
Biobank. Serum high-density cholesterol (HDL-C), low-density cholesterol (LDL-C), total
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cholesterol (TC), triglyceride (TG), apolipoprotein A (ApoA) and apolipoprotein B (ApoB)
were measured and classified into quintiles. Restricted cubic spline (RCS) analysis was
applied to visualize the dose-response relationship between lipids and COPD risk and
Cox proportional hazard models to calculate hazard ratios (HRs) and 95% confidence
intervals (Cls).

Results: We documented 10,443 incident COPD cases. Nonlinear relationships were
found between HDL-C, LDL-C, TC, ApoA, ApoB and COPD risk with RCS analysis (P values
for non-linearity < 0.05). Accordingly, multivariable-adjusted regression analysis
indicated abnormal HDL-C and ApoA, and low LDL-C, TC and ApoB were associated with
increased risk of COPD. Compared to intermediate quintile (Q3) group, both high or low
HDL-C and ApoA were associated with risk of COPD. Corresponding HRs (95% Cls) were
1.15(1.08-1.22), 1.16 (1.09-1.23) in Q1 group and 1.08 (1.01-1.16), 1.07 (1.00-1.14) in Q5
group. For LDL-C, TC and ApoB, there were more than 29% higher risk was observed in Q1
group with HRs (95% Cls) of 1.34 (1.27-1.42), 1.38 (1.30-1.46) and 1.29 (1.21-1.37), while
HRs (95% Cls) were 0.88 (0.83-0.94), 0.92 (0.86-0.98) and 0.90 (0.84-0.95) in Q5 groups. We
also observed the interactions between specific lipids and age at recruitment, sex and
smoking status with stratified analysis.

Conclusions: Our study provides the first evidence demonstrating the associations
between six major serum lipids and COPD risk, revealing multiple nonlinear
relationships. There were U-shaped associations between serum HDL-C, ApoA and
COPDrrisk, and L-shaped associations between LDL-C, TC, ApoB and COPD risk.

Keywords: Chronic obstructive pulmonary disease; Incidence; Prospective cohort study;
Serum lipids; UK biobank.
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Abstract

Background: Eosinophils prognostic significance in predicting mortality has become
particularly notable during the COVID-19 pandemic. We aimed to evaluate the prognostic
value of peripheral low eosinophil (eosinopenia) with focus on their dynamics
(eosinophil recovery) in patients with infections.

Methods: We searched databases (MEDLINE, Embase, Scopus, Web of Science, and the
Cochrane Library) and additional sources from inception to 1 December 2023. Cohort
studies involving adult patients hospitalized with infections were evaluated using dual-
reviewer methodology.

Results: Out of 15,066 screened papers, 151 studies met the inclusion criteria, with 107
focused on COVID-19, 14 on sepsis, 9 on Clostridioides difficile, 6 on acute COPD
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exacerbations, and 17 on other infections. The majority of studies reported significantly
lower admission eosinophil levels in hon-survivors compared to survivors. Random-
effects model meta-analysis showed mean eosinophil difference between deceased and
survivors -15.31 (95% CI: -18.72 to -11.90) for COVID-19 and -44.6 (95% CI: -95.62 to 6.41)
for sepsis (I* > 90%). Mortality with eosinopenia showed low certainty of evidence for C.
difficile (0 cells/mm?® cut-off: RR 2.35; 95% Cl: 1.84-2.99) and very low for COVID-19 when
considering different cut-offs (0 cells/mm®: RR 2.37; 95% CI: 1.86-3.01; 20 cells/mm®: RR
2.90; 95% CI: 1.59-5.28; 50 cells/mm®: RR 2.70; 95% ClI: 1.33-5.49). Survivors generally
showed an increase in eosinophil counts within the first 2-5 days of hospitalization, while
the deceased had persistently low levels.

Conclusions: Eosinopenia, particularly the trajectory of eosinophil recovery, may serve
as a cost-effective and accessible prognostic marker for mortality in patients with
infections.

Keywords: COVID-19; Clostridioides difficile; dynamic; eosinopenia; eosinophil;
infection; mortality; recovery; sepsis; systematic review.
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Immune checkpoint inhibitors for advanced non-small cell lung cancer with preexisting
COPD and CT-defined emphysema: A systematic review and meta-analysis
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Abstract

Background: Preexisting chronic obstructive pulmonary disease(COPD) and Computed
Tomography(CT)-defined emphysema are associated with worse prognosis in patients
with non-small cell lung cancer(NSCLC) receiving chemotherapy, but the impact of these
comorbidities on patients undergoing immune checkpoint inhibitors(ICls) remains
largely unclear.

Methods: Studies on the safety and efficacy outcomes among advanced NSCLC with
preexisting COPD and CT-defined emphysema receiving ICls from various databases up
to August 2024 were collected. The number of events, as well as pooled effect size [odds
ratio(OR) and hazard ratio (HR)] and 95% confidence intervals (Cls) were obtained.

Results: A total of 21 studies (7 on efficacy, 11 on safety, and 3 on both) were included.
Meta-analysis revealed the pooled overall response rate (ORR) and pooled disease
control rate (DCR) were 38% and 62%, respectively. Compared to patients without
preexisting COPD and CT-defined emphysema, the pooled OR for ORR and DCR was 1.88
(95% Cl, 1.45-2.44) and 2.23 (95% ClI, 1.67-2.98), without heterogeneity. COPD and CT-
defined emphysema were also associated with better progression-free survival (HR, 0.63
[95% CI, 0.50-0.80]) and overall survival (HR, 0.59 [95% CI, 0.41-0.88]). The pooled
incidences of any grade and grade 3 or higher checkpoint inhibitor-related pneumonitis
(CIP) were 20% and 6% in patients with preexisting COPD and CT-defined emphysema,
which was significantly higher than that in those without these comorbidities (OR, 1.97
[95% CI, 1.41-2.76]; OR, 2.52 [95% ClI, 1.72-3.70]). Moreover, most cases of CIP (84.0%)
improved with ICIs discontinuation and/or the administration of corticosteroids.

Conclusion: Preexisting COPD and CT-defined emphysema were associated with
favorable clinical efficacy and increased risk of CIP in the immunotherapy era. Most
cases of CIP are treatable and manageable.

Keywords: CT-defined emphysema; Chronic obstructive pulmonary disease; Immune
checkpoint inhibitors; Non-small cell lung cancer.
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Abstract

Objectives: To evaluate the prevalence and clinical implications of extra-coronary
findings in a large cohort of patients undergoing coronary computed tomography
angiography (CCTA).

Materials and methods: This retrospective study analyzed data from 3295 consecutive
CCTA examinations at a single tertiary center. Radiology reports were reviewed for
potentially significant extra-coronary findings. Three-year follow-up evaluation was
performed via hospital records. Prevalences of confirmed significant findings were
determined and extrapolated to patients lost to follow-up.

Results: Extra-coronary findings were reported in 92.7% (3053/3295) of patients.
Potentially significant non-cardiovascular findings were found in 25.3% (833/3295),
including potentially malignant findings in 8.5% (281/3295) and significant non-malighant
findings in 19.3% (637/3295). Among patients with potentially malignant findings, 40.2%
(113/281) underwent follow-up, with confirmed malignancy in 28.3% (32/113).
Extrapolation suggests a malignancy prevalence of up to 2.4% (95% CI: 1.8-3.2%) within
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the CCTA field of view, with a minimum of 1.0% if all patients lost to follow-up were
assumed to have no malighancy. The most frequent significant non-malignant finding
was pulmonary emphysema (10.7%; 352/3295), with extrapolated prevalence rates of
4.2% (95% CI: 2.6-5.9% for COPD and 1.8% (95% CI: 0.8-3.4%) for asthma or obstructive
sleep apnea. Liver steatosis was present in 4.5% (147/3295), with an estimated
prevalence of 3.1% (95% CI: 1.6-4.2%) for metabolic dysfunction-associated steatotic
liver disease and 1.3% (95% CI: 0.3-2.9%) for alcohol-related liver disease.

Conclusion: Extra-coronary findings are common in CCTA and carry important clinical
implications. Careful management is necessary, and additional screening protocols may
benefit high-risk patients.

Key points: Question How frequently do extra-coronary findings occur in coronary CT
angiography, and what is their clinical impact in patients undergoing cardiac evaluation?
Findings Clinically significant extra-coronary non-cardiovascular findings were identified
in 25.3% of patients, including unsuspected malignancies and relevant pulmonary and
hepatic comorbidities. Clinical relevance Extra-coronary findings on coronary CT
angiography are common and often clinically relevant, warranting structured
assessment to support timely diagnosis and multidisciplinary patient care.

Keywords: Coronary vessels; Incidental findings; Neoplasms; Pulmonary disease;
Tomography (X-ray computed).
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Abstract

Background: While oscillometry appears advantageous over spirometry in detecting
peripheral airway dysfunction, a feature of COPD, further research on its role in disease
monitoring is needed. The objectives of the present study were to analyse the
associations between oscillometry by impulse oscillometry (I10S) and forced oscillation
technique (FOT) and airway obstruction, health status, dyspnoea and future
exacerbations in COPD.

Methods: Oscillometry and disease burden were assessed in 150 adults with COPD
within the Tools Identifying Exacerbations study. At 5 Hz, abnormal resistance (R \ss) and
reactance (X ss) were defined as z-scores >1.645 and <-1.645 sd, respectively, whereas a
mean difference in reactance between inspiration and expiration >2.80 cmH,O-L"-s"
"represented abnormal AX ,ss. Forced expiratory volume in 1 s (FEV,), COPD Assessment
Test (CAT) and modified Medical Research Council (ImMRC) scores were obtained.
Medical records were reviewed for future exacerbations (1) between baseline and 1 and
3 years, respectively.

Results: Abnormal oscillometry correlated with disease burden, with the highest risk
observed for severe airway obstruction (FEV, <50% pred): odds ratios with 95%
confidence intervals ranging from 4.80 (1.93-12.0) to 18.0 (7.13-45.3)

for R iss, X ss and AX .5, followed by moderate to severe dyspnoea (mMRC 22) for AX ;ss,
COPD health status (CAT 210) for R \ss and AX .ss and future exacerbations (1 and 3 years)
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for R ss and X .ss, respectively, with odds ratios (95% CI) ranging from 2.77 (1.27-6.05) to
3.98 (1.38-11.5).

Conclusions: Abnormal oscillometry may be relevant in the evaluation of COPD patients,
including the prediction of future exacerbation risk.
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Background: Risk of herpes zoster (HZ) increases with age (notably at 250 years), with
greater risk also apparent in immunocompromised populations. The use of the
recombinant zoster vaccine (RZV) in adults aged =50 years is established in Canada.
However, while licensed RZV use was expanded in 2021 to include individuals =18 years
of age who are or will be at increased risk of HZ due to immunodeficiency or
immunosuppression caused by known disease or therapy, there remains some
uncertainty for clinicians regarding which patients should be offered vaccination.

Research design and methods: To assist decision-making, a Canadian multidisciplinary
panel was convened to develop guidance on the use of RZV in at-risk adults aged 218
years through a consensus approach, defined as 275% of the experts rating their
agreement.

Results: The panel concluded that RZV should be offered to all at-risk individuals aged
218 years who are or will be at increased risk of HZ due to disease or therapy, in line with
the licensed indication. This includes those with chronic medical conditions at greater
risk of HZ (e.g. COPD, diabetes). Decisions should be individualized based upon patient
assessment and shared clinical decision-making. Where possible, the two-dose vaccine
series should be given at the earliest opportunity.

Conclusions: Findings from this expert consensus provide guidance on the use of RZV in
individuals 218 years at increased risk of HZ. Our views complement updated national
recommendations forimmunocompromised patients issued in May 2025.

Keywords: Herpes zoster; consensus; immunization; immunocompromised; increased
risk; recombinant zoster vaccine.
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Abstract

IL-33 is a key driver of type 2 inflammation and implicated in pathology of chronic
obstructive pulmonary disease (COPD) and asthma. However, the mechanism for IL-33
secretion and regulation in the context of chronic airway disease is poorly understood.
We previously reported an airway disease-associated isoform IL-33A34 that escapes
nuclear sequestration and is tonically secreted from epithelial cells. Here, we describe
how this IL-33A34 isoform interacts with HSP70 within cells and is targeted to secretory
organelles through coordinated binding to phosphatidylserine (PS) and delivered to
compartments for unconventional protein secretion (CUPS). Once secreted,
extracellular HSP70 (eHSP70) in complex with IL-33A34 stabilizes the cytokine by
inhibiting oxidation and degradation, which results in enhanced IL-33A34-receptor
binding and activity. We further find evidence that IL-33 along with mediators of the
proteostasis network HSP70, HSP90, and the Chaperonin Containing TCP1 (CCT)
complex are dysregulated in human chronic airway disease. This phenomenon is
reflected in the differential extracellular vesicle (EV) proteome in bronchial wash from
COPD and asthma samples, which could mark disease activity and potentiate IL-33
function. This study confirms proteostasis intermediates, chiefly HSP70, as chaperones
for noncanonical IL-33 secretion and activity that may be amenable for therapeutic
targeting in the chronic airway diseases COPD and asthma.

Keywords: COPD; Chaperones; Cytokines; Immunology; Pulmonology.
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Abstract

Background: Currently, there is a paucity of long-term health data for retired athletes.
This study describes the prevalence of common morbidities and multimorbidity among
retired Great Britain's (GB) Olympic athletes, compared to a general population
comparator group.

Methods: A cross-sectional study of retired athletes was undertaken. The English
Longitudinal Study of Ageing (ELSA) served as the reference population. Age- and sex-
standardized morbidity ratios (SMRs) and odd ratios (ORs) determined where morbidity
and multimorbidity prevalence amongst retired athletes exceeded or were inferior to
those of the reference population.

Results: Retired athletes (n = 493) were less likely (SMR < 1) than controls (n = 8024) to
report diabetes (0.43, 99% Cl1 0.22, 0.74), stroke (0.39, 99% CI1 0.12, 0.90), obesity (0.35,
99% CI1 0.23, 0.50), asthma (0.29, 99% CI 0.12, 0.59), lung disease (0.29, 99% CI 0.06, 0.81),
angina (0.18, 99% CI 0.05, 0.46), and eye disorders (0.06, 99% CI 0.01, 0.18). In addition,
abnormal heart rhythm (0.45, 99% CI 0.40, 0.54) and osteoporosis (0.46, 99% CI 0.42,
0.51) were lower in female athletes. Retired athletes were more likely (SMR > 1) than
controls to report melanoma or other skin cancer (5.64, 99% CI 2.80, 10.06) and
osteoarthritis (1.44, 99% CI 1.18, 1.75). There were no differences detected in cancers of
the breast, prostate, colon, bowel or bladder. Multimorbidity was less prevalent among
retired athletes (OR 0.50, 99% CI 0.38, 0.67).

Conclusions: Retired athletes had superior cardiovascular health and a lower risk of
multimorbidity, but were more at risk of melanoma or other skin cancer and
osteoarthritis.
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Abstract

Background: Multidisciplinary teams are gaining popularity as an operational model in
primary care. Evidence about their clinical results and costs is unclear. Likewise, it
remains unknown which professionals should be present in the teams. We aimed to
investigate which disciplines have been added to primary care teams, what are the target
populations, and what is known about their impact on clinical results and costs.

Methods: This scoping review is based on literature searches in OVID Medline, Scopus
and CINAHL. The search terms “primary care”, “multidisciplinary team”, “intervention”
and “outcome” and their synonyms were used to identify the potential body of literature
from research published between January 2013 and March 2024. The review process
followed the PRISMA Scoping Review guidelines and a critical appraisal of studies with
both clinical and cost outcomes was accomplished using JBI check lists.

Results: The literature search identified 2981 articles for screening, 46 of which satisfied
all inclusion/exclusion criteria. 26 studies focused exclusively on pharmacists and nine
studies had a mix of competencies in addition to a pharmacist while the remaining 11
studies explored various other professional groups. Most interventions targeted patients
with cardiovascular diseases and/or multimorbidity (n = 26) while five studies addressed
the prevention of hospitalizations and five targeted polypharmacy. Positive impacts on
clinical outcomes were observed in 34 studies, two studies declared mixed effect, five
studies reported the intervention to have no dominance over usual care, and five studies
lacked evidence in either way. Five out of eight studies exploring cost outcomes had
positive impacts while three studies lacked evidence to declare impact.
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Conclusions: There is most evidence on adding pharmacists to a team of primary care
doctors and nurses when targeting cardiovascular, polypharmaceutical, and patients
with multimorbid, chronic diseases. Evidence on positive clinical impact is most
convincing, but cost savings were also projected. There is a research gap considering
other professionals’ impact on clinical outcomes and costs. Comparative, long-term
research on the field is needed.

Supplementary Information: The online version contains supplementary material
available at 10.1186/s12913-025-13243-1.

Keywords: Clinical outcomes; Cost outcomes; Multidisciplinary team; Primary care;
Quadruple aim.
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The evolution of comorbidities in chronic diseases among Chinese middle-aged and
elderly people: Evidence from the CHARLS (2015-2020)
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Abstract

Background: The comorbidity of chronic diseases among middle-aged and elderly people
is a global public health concern that has attracted great attention in recent years. ltis
crucial to explore the evolutionary pattern of chronic disease comorbidity in Chinese
middle-aged and elderly people and to reveal the developmental trajectory of chronic
diseases in this population.

Methods: Data from the China Health and Retirement Longitudinal Study (CHARLS 2015-
2020) were utilized for the fixed cohort analysis. Based on the prevalence information of
14 chronic diseases (including hypertension, dyslipidemia, diabetes, cancer, chronic
lung diseases, liver disease, heart disease, stroke, kidney disease, stomach diseases,
emotional problems, memory-related diseases, arthritis, and asthma) among 10,089
participants aged 245 years, association rules and cluster analysis were used to identify
trends and trajectories of comorbidities in the middle-aged and elderly populations in
China.

Results: The analysis revealed that the comorbidity rate of the 14 chronic diseases
showed a consistent annual increase from 2015-2020. By 2020, over 85% of patients
diagnosed with a single chronic condition exhibited concurrent multimorbidity. This
epidemiological progression was paralleled by a progressive increase in detected
disease associations: binary comorbidities rose from three significant associations in
2015-10in 2020, whereas higher-order combinations expanded from one ternary
association in 2015-35 ternary and 18 quaternary associations by 2020. Notably,
hypertension maintained a central position across all identified comorbidity clusters.
The comorbidity patterns identified in 2015 included respiratory, liver and kidney, and
cardio-cerebral comorbidity patterns and cancer and emotional problems. The
comorbidity patterns identified in 2018 included respiratory, liver and kidney,
cerebrovascular, and cardiovascular metabolic comorbidity patterns. The comorbidity
pattern in 2020 was the same as thatin 2018.

Conclusion: The issues of comorbidities in chronic diseases among Chinese middle-
aged and elderly people is significant, with observed variations in the comorbidity
patterns across different time periods. The development of clinical assessment and
management guidelines for chronic diseases comorbid with key conditions, such as
hypertension and dyslipidemia, is recommended. These guidelines aim to facilitate the
co-management, co-treatment, and co-reduction of multiple diseases among middle-
aged and elderly people.
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Aim: The European General Practitioners Research Network (EGPRN) desighed and
validated a comprehensive definition of multimorbidity using a systematic literature
review and qualitative research throughout Europe. This survey assessed which criteria
in the EGPRN concept of multimorbidity could detect decompensating patients in
residential care within a primary care cohort at a six-month follow-up.

Method: Family physicians included all multimorbid patients encountered in their
residential care homes from July to December 2014. Inclusion criteria were those of the
EGPRN definition of multimorbidity. Exclusion criteria were patients under legal
protection and those unable to complete the 2-year follow-up. Decompensation was
defined as the occurrence of death or hospitalization for more than seven days.
Statistical analysis was undertaken with uni- and multi-variate analysis at a six-month
follow-up using a combination of approaches including both automatic classification
and expert decision. A multiple correspondence analysis and a hierarchical clustering on
principal components confirmed the consistency of the results. Finally, a logistic
regression was performed to identify and quantify risk factors for
decompensation.Findings: About 12 family physicians participated in the study. In the
study, 64 patients were analyzed. On analyzing the characteristics of the participants,
two statistically significant variables between the two groups (decompensation and
Nothing To Report): pain (p = 0.004) and the use of psychotropic drugs (p = 0.019) were
highlighted. The final model of the logistic regression showed pain as the main
decompensation risk factor.

Conclusion: Action should be taken by the health teams and their physicians to prevent
decompensation in patients in residential care who are experiencing pain.

Keywords: Family medicine; multimorbidity; prevention.
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Abstract

Introduction: Multimorbidity is prevalent and associated with complex treatment
requirements. In order to assist general practitioners (GPs) addressing these
requirements, the web application gp-multitool.de has been designed, which facilitates
implementation of the German clinical practice guideline for multimorbidity. We will
conduct a cluster-randomised clinical trial evaluating an intervention based on this tool.
This protocol summarises methods and discusses ethics and dissemination of this
study.

Methods and analysis: Participating patients are recruited by cooperating GP practices.
Inclusion criteria are an age of 65 years or older, enrolment in any disease management
programme and multimorbidity operationalised by two additional chronic conditions. To
avoid postrandomisation selection bias, practices are randomised as clusters after
baseline assessment of all participating patients from the respective practice. In our
intervention, patients receive access to different assessments including patient
preferences by email, fill out the electronic assessment forms on any device with access
to the internet, receive a medication review and discuss the assessment results with
their GPs. GPs in the control group do not have access to the digital tool and provide care
as usual. The primary outcome is staying at least once for at least one night in hospital
during the 12-month observation period. Secondary outcomes are contacts with GPs and
outpatient specialists, self-reported health, health-related quality of life, patient
satisfaction and GP-reported and patient-reported quality of care. A sample size of 660
patients from 66 GP practices is needed. Data are analysed by mixed effects regression
models.

Ethics and dissemination: Ethics approval was obtained by the ethics committee of the
Medical Association of Hamburg (2022-1 00 786-BO-ff). Study results will be presented on
scientific conferences and published in journal articles. In addition, healthcare


https://pubmed.ncbi.nlm.nih.gov/40754332/
https://pubmed.ncbi.nlm.nih.gov/40754332/
https://pubmed.ncbi.nlm.nih.gov/40754332/
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Sch%C3%A4fer+I&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Menzel+A&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Lezius+S&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Krause+L&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Zapf+A&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=L%C3%BChmann+D&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=L%C3%BChmann+D&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Scherer+M&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Paucke+V&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Nothacker+J&cauthor_id=40754332
https://pubmed.ncbi.nlm.nih.gov/?term=40782142%2C40772983%2C40764920%2C40758673%2C40755129%2C40754332&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-6-full-view-affiliation-2
https://pmc.ncbi.nlm.nih.gov/articles/PMC12320032/
https://doi.org/10.1136/bmjopen-2025-102086
http://gp-multitool.de/

professionals, patient representatives and the interested public will be informed about
study results at a symposium.

Trial registration number: The study was registered in clinicaltrials.gov (NCT06831994).
Keywords: Clinical Decision-Making; Digital Technology; Multimorbidity.
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Abstract

Background: There is need for better understanding of the impact of
demographic/clinical characteristics on outcomes with mepolizumab in patients with
severe asthma.

Objective: Assess mepolizumab outcomes in severe asthma by demographic/clinical
characteristics.

Methods: REALITI-A (GSK ID: 204710) was an international, prospective, observational
study of adults with severe asthma (eosinophilic phenotype) initiating mepolizumab (100
mg subcutaneous). This 1-year post hoc subanalysis assessed outcomes stratified by
sex, age of asthma onset, body mass index (BMI), smoking status, disease duration, and
fractional exhaled nitric oxide (FeNO) in parts per billion. Outcomes included clinically
significant asthma exacerbations (CSEs), maintenance oral corticosteroids (mOCS)
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usage, Asthma Control Questionnaire (ACQ)-5 scores, and pre-bronchodilator (pre-BD)
forced expiratory volume in 1 second (FEV,) between the pre-treatment/baseline and 12-
month follow-up.

Results: Among 822 enrolled patients, 63% were female; of those with available data 79%
were 218 years at asthma onset, 60% had never smoked, and 37% were former smokers.
Across all subgroups following mepolizumab treatment, CSEs were significantly reduced
by 53-79%; except the current smoker subgroup mOCS doses were numerically reduced
by 50-100% and least squares (LS) mean ACQ-5 scores significantly improved by -1.02 to -
1.57; LS mean pre-BD FEV, significantly improved by 3.1-8.4% (except current smoker,
BMI=30 and FeNO <25 and 25-<50 subgroups). There were trends towards greater
reduction in CSE rates with older age of onset, BMI <25 kg/m? and non-/former smoker
subgroups.

Conclusion: Mepolizumab improved outcomes in patients with severe asthma over a
varied demographic spectrum in this large real-world study.

Keywords: Asthma; Asthma Control Questionnaire; asthma exacerbation; forced
expiratory volume in 1 second; mepolizumab; severe asthma.
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Abstract

Background: In animal studies, alcohol exposure has been reported to damage lungs.
However, no human studies exist on the association between alcohol consumption and
lung function in asthma.

Objective: To evaluate association between heavy alcohol consumption and lung
function decline in patients with adult-onset asthma.

Methods: In the Seinajoki Adult Asthma Study, 201 patients were followed for 12 years
after diagnosis of new-onset asthma. Based on detailed questionnaires and laboratory
indices of heavy drinking, patients were classified to heavy alcohol consumers or non-
heavy alcohol consumers. Spirometry evaluation points were: 1) baseline before
initiation of inhaled corticosteroids (ICS), 2) the maximum lung function during the first
2.5 years after diagnosis and start of ICS treatment (Max,...s) and 3) after 12 years.

Results: Between asthma diagnosis and follow-up, the median (IQR) annual decline in
forced vital capacity (FVC) was -30 mL (-51 to -11 mL) in heavy alcohol consumers and -5
mL (-26 to 25 mL) in non-heavy alcohol consumers (p<0.001). This was largely explained
by a decline in FVC between Max,...s and follow-up (p=0.041) and maybe by a diminished
effect of ICS. Annual decline in forced expiratory volume in 1 s (FEV,) was -26 mL (-52to 0
mL) in heavy alcohol consumers and -17 mL (-31 to 6 mL) in non-heavy alcohol
consumers (p=0.022). In multivariate regression analysis, heavy alcohol consumption
was a significant predictor of accelerated decline in FVC.

Conclusions: In patients with objectively verified adult-onset asthma, heavy alcohol
consumption is associated with accelerated loss of lung function.

Keywords: FEV(1); adult; alcohol consumption; asthma; follow-up; lung function.
Copyright © 2025. Published by Elsevier Inc.
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Abstract

Preschool recurrent wheezing is a prevalent and heterogeneous condition that can
develop into childhood asthma, significantly damaging public health. Preschool
recurrent wheeze and asthma are influenced by a multifactorial interplay of biological,
environmental, early-life, behavioural, and psychosocial factors. Genes as GSDMB,
ORMDL3, CDHR3, ANXA1, and IL33/IL1RL1, and methylation of cell-type-specific CpG-
sites, are associated with airway-remodelling, increased inflammatory responses, and
enhanced susceptibility to environmental factors. Biomarkers, such as allergen
sensitization, blood eosinophil levels, fractional exhaled nitric oxide, and volatile
organic compounds, may guide treatment decisions based on the type of immune
response in wheezing episodes. Several asthma-predicted clinical indices have been
developed, and some of them have been validated. Although lower airway samples
obtained through bronchial-alveolar lavage and biopsy in young children are limited, they
are essential in understanding the pathophysiology and developing personalized
treatment of recurrent preschool wheezing. Early evaluations of lung function, airway
hyperresponsiveness, and bronchodilator response can be valuable objective tools.
However, due to physiological variability and inconsistent methods and definitions,
these tests cannot confirm or rule out a diagnosis of asthma at preschool age. Future
research should investigate the interplay of factors across biological, environmental,
and social domains to enhance predictive models and inform targeted interventions that
promote health equity and reduce the global burden of preschool recurrent wheeze and
asthma.

Keywords: asthma; epigenetic; genetic; lung function; mechanisms; preschool;
recurrent wheezing; risk factors.
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Abstract

Introduction: The management of severe asthma in older adults is an increasingly
important clinical challenge. Aging-associated structural, functional, and immunological
changes contribute to a distinct geriatric asthma phenotype, often marked by mixed
inflammation, comorbidities, and reduced treatment responsiveness.

Areas covered: This review provides an overview of current biologic therapies approved
for severe asthma and examines existing clinical evidence regarding efficacy, safety, and
real-world outcomes in geriatric patients. Clinical challenges include the heterogeneity
of asthma phenotypes in this age group, and the impact of multimorbidity and
polypharmacy on treatment outcomes.

Expert opinion: A geriatric-centered approach to severe asthma is essential,
emphasizing early initiation of biologic therapies, individualized risk-benefit analysis,
and improved inclusion in research. The modulation of systemic inflammation, while
carefully monitored, may bring also systemic benefits that may go beyond respiratory
system. Achieving asthma remission in older adults is now a feasible goal, contingent
upon proactive, tailored treatment strategies supported by more inclusive evidence.
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Abstract

Introduction: Understanding patient perspectives on asthma and chronic obstructive
pulmonary disease (COPD) is limited, with no prior studies employing such a large-scale,
proactive survey to systematically target individuals with a confirmed prescription for
inhalation medication. This study aims to explore how patients with asthma or COPD
manage their lives, including treatment experiences, symptoms and impacts on daily
life.

Methods and analysis: A nationwide survey will be launched in January 2025, targeting
adults (218 years) in Denmark diagnosed with asthma or COPD and prescribed or
dispensed inhalation medication between 1 October 2023 and 30 September 2024. Data
from the Danish Health Data Authority's Register of Medicinal Product Statistics will
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identify eligible individuals. The electronic survey will be distributed via e-Boks to
approximately 450 000 individuals.The questionnaire integrates validated tools-COPD
Assessment Test, Modified Medical Research Council scale, EuroQol 5-Dimension 5-
Level and Asthma Control Test-alongside expert-developed questions on symptoms,
diagnosis, disease control, treatment and patient experiences. Questionnaire
development included 10 cognitive interviews with patients from the Outpatient Clinic at
Vejle Hospital.Descriptive statistics will be used to analyse both continuous and
categorical data, with sensitivity analyses conducted as well. Data management will be
handled in Research Electronic Data Capture, and statistical analyses will be performed
using Stata V.18.0.

Ethics and dissemination: The study is registered with the Danish Data Protection
Agency (24/5229) and Open Patient Data Explorative Network (OP_2094) and follows the
Declaration of Helsinki. Results will be published in peer-reviewed journals, presented at
national and international conferences and shared through patient associations.

Keywords: Asthma; Chronic airways disease; Patient Participation; Pulmonary Disease,
Chronic Obstructive; Surveys and Questionnaires.
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Abstract

Clinical remission (CR) has emerged as a potential therapeutic goal in patients with
severe asthma eligible for biologic agents. However, its impact on long-term outcomes in
asthma patients managed with maintenance inhaler therapy remains unclear. In this
retrospective cohort study, we evaluated adult asthma patients on maintenance inhalers
to investigate the long-term outcomes associated with achieving CR. CR was defined as
at least one year without exacerbations, well-controlled symptoms, no use of systemic
corticosteroids, and stable lung function, assessed two years after asthma diagnosis.
We compared the trajectory of forced expiratory volume in one second (FEV,) and the
annual rate of exacerbations between CR and non-CR groups in a 1:1 propensity score-
matched population. Among 549 patients followed for a median of 7 years, 88 (16%) met
the criteria for CR. After matching, 76 patients were included in each group. Compared to
the non-CR group, the CR group showed a significantly lower proportion of patients with
annual FEV, decline exceeding 60 mL (8.6% vs. 25%, P = 0.010). A linear mixed-effects
model showed that the CR group had a significantly slower rate of FEV1 decline, with an
annual difference of 32.7 mL (95% CI1 6.7 to 58.7; P = 0.014) compared with the non-CR
group. The CR group also had a lower annual rate of moderate-to-severe exacerbations
(0.17 events/year [IQR 0, 0.37] vs. 0.42 events/year [IQR 0, 1], P =0.007). In conclusion,
achieving CR in asthma patients receiving maintenance inhaler therapy was associated
with a slower decline in lung function and fewer exacerbations. These findings support
the potential role of CR as a long-term therapeutic goal.

Keywords: Asthma; clinical remission; exacerbation; lung function decline.
Copyright © 2025. Published by Elsevier Ltd.
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Abstract

Background: Currently, there is a paucity of long-term health data for retired athletes.
This study describes the prevalence of common morbidities and multimorbidity among
retired Great Britain's (GB) Olympic athletes, compared to a general population
comparator group.

Methods: A cross-sectional study of retired athletes was undertaken. The English
Longitudinal Study of Ageing (ELSA) served as the reference population. Age- and sex-
standardized morbidity ratios (SMRs) and odd ratios (ORs) determined where morbidity
and multimorbidity prevalence amongst retired athletes exceeded or were inferior to
those of the reference population.

Results: Retired athletes (n = 493) were less likely (SMR < 1) than controls (n = 8024) to
report diabetes (0.43, 99% Cl1 0.22, 0.74), stroke (0.39, 99% CI1 0.12, 0.90), obesity (0.35,
99% CI 0.23, 0.50), asthma (0.29, 99% CI 0.12, 0.59), lung disease (0.29, 99% CI 0.06, 0.81),
angina (0.18, 99% CI 0.05, 0.46), and eye disorders (0.06, 99% CI 0.01, 0.18). In addition,
abnormal heart rhythm (0.45, 99% CI 0.40, 0.54) and osteoporosis (0.46, 99% CI 0.42,
0.51) were lower in female athletes. Retired athletes were more likely (SMR > 1) than
controls to report melanoma or other skin cancer (5.64, 99% CI 2.80, 10.06) and
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osteoarthritis (1.44, 99% Cl 1.18, 1.75). There were no differences detected in cancers of
the breast, prostate, colon, bowel or bladder. Multimorbidity was less prevalent among
retired athletes (OR 0.50, 99% CI 0.38, 0.67).

Conclusions: Retired athletes had superior cardiovascular health and a lower risk of
multimorbidity, but were more at risk of melanoma or other skin cancer and
osteoarthritis.

Keywords: Chronic Diseases; Melanoma; Multimorbidity; Olympic Athletes; Prevalence.
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Abstract

Background: COPD risk profiles have been described in populations comprised of or
including older adults, leaving factors associated with COPD in younger adults
overlooked. We aimed to determine patient profiles of physician diagnosed COPD in
younger adults.

Methods: A cohort study was conducted using population-based survey data linked to

health administrative data from Ontario, Canada from 2007 to 2018. Younger adults 35 to

55 years newly diagnosed with COPD by physicians were matched to controls without
physician diagnosed COPD. Multivariable conditional logistic regression models were

used to identify statistically significant predictors of COPD. To contextualize results, the

analysis was repeated in older adults.

Findings: There were 1094 younger adults with new physician diagnosed COPD. In
adjusted analysis, previous influenza or pneumonia, higher level of comorbidity, a
mental health condition and a history of asthma independently predicted COPD

diagnosis in younger adults. With the exception of mental health conditions, these same
variables predicted COPD diagnosis in older adults. However, male sex, lower income, a
history of respiratory disease other than asthma, and being overweight or underweight

predicted COPD diagnosis in older but not in younger adults.
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Interpretation: Having a mental health condition was associated with physician
diaghosed COPD in younger adults while male sex, lower income, a history of respiratory
disease other than asthma, and being overweight or underweight did not. This new
knowledge can be used to dispel stereotypes about COPD. They also suggest that
different screening criteria should be considered for younger adults.
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Abstract

Rationale: Preschool wheeze is a heterogenous and poorly understood clinical
syndrome. As a result, current treatments are insufficient, and prevention is not
possible.

Objectives: To increase understanding of the genetic susceptibility and underlying
disease mechanisms of wheeze phenotypes in early childhood through large-scale
genome-wide association study (GWAS) analyses.

Methods: We performed meta-analyses of GWAS on early-onset wheeze, defined as
recurrent wheeze or asthma in the first 3 years of life, and subtypes hereof, including
early transient and persistent wheeze, defined by asthma/wheeze at age 3 and
subsequent remission or persistence at age 6 respectively. The discovery analyses
included data on more than 13,000 children from 15 cohorts and replication was sought
through meta-analyses of data from 7 additional cohorts including up to 5,000 children.
Genetic variants associated with asthma-related traits in adulthood (adult asthma,
atopy, eosinophils and lung function) were used to quantify the degree to which genetic
risk influencing asthma-related adult traits also influences genetic risk of preschool
wheeze.

Results: Variants near the GSDMB gene in the 17g-region showed genome-wide
significant association with early onset (rs2305480, OR =1.26 (1.17 - 1.33), P = 2.30E-16),
and persistent (rs11078926, OR =1.43 (1.30 - 1.578), P = 2.14E-11), but not with early
transient wheeze (rs1054609, OR =1.08 (0.98 - 1.18), P = 0.094). Other known asthma loci
were associated with early onset wheeze, particularly CDHR3. Additionally, increased
genetic risk to early onset wheeze was associated with genetic risk for asthma at older
ages, atopy, eosinophil count and lower adult lung function. This was driven by
persistent wheeze while transient early wheeze was only associated with low lung
function.

Conclusions: Preschool wheeze phenotypes displayed distinct patterns of single SNP
associations and genetic enrichment with asthma related traits. These results indicate
distinct etiologies of wheeze phenotypes, which could inform studies in optimization of
prevention and treatment strategies.

Keywords: 17q21-12; Asthma comorbidities; Genetic overlap; Genome-wide association
study; Preschool wheeze.

Copyright © 2025. Published by Elsevier Inc.
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Abstract

Objective: Age of asthma onset is critical for determining heterogeneous asthma
phenotypes. How onset and duration affect therapeutic response is not well understood.
Phase 3 QUEST (NCT02414854) and open-label extension TRAVERSE (NCT02134028)
studies demonstrated dupilumab'’s efficacy up to three years in patients 212 years with
uncontrolled, moderate-to-severe asthma. We assessed how age of asthma onset and
asthma duration affect clinical efficacy of dupilumab in patients with moderate-to-
severe type 2 inflammatory asthma.

Methods: This post hoc analysis included patients with type 2 asthma from QUEST who
enrolled in TRAVERSE. Annualized severe exacerbation rates (AER), change from parent
study baseline (PSBL) in pre-bronchodilator forced expiratory volume in 1 s (FEV,), and
five-item Asthma Control Questionnaire (ACQ-5) score were assessed according to
asthma age of onset (<18 years, 18-40 years, >40 years) and duration (<20 years, =20
years).

Results: In all subgroups, treatment with dupilumab through QUEST and TRAVERSE
progressively reduced AER (TRAVERSE Week 48-96 range, 0.160-0.333), increased pre-
bronchodilator FEV, (TRAVERSE Week 96 change from PSBL range, 0.20-0.44 L), and
reduced ACQ-5 scores (TRAVERSE Week 48 change from PSBL range, -1.63 to -1.84). In
patients who received placebo during QUEST, treatment with dupilumab in TRAVERSE
improved AER, FEV., and ACQ-5 in all subgroups.

Conclusions: In patients with uncontrolled, moderate-to-severe type 2 asthma,
treatment with dupilumab provides sustained, long-term exacerbation rate reductions
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and improvements in lung function and asthma control, across all subgroups, with
higher reductions in AER and improvements in pre-bronchodilator FEV, seen in patients
with later onset or longer duration.

Keywords: ACQ-5; annualized severe exacerbation rates; asthma biologics; pre-
bronchodilator forced expiratory volume in 1 s; treatment outcomes; uncontrolled
asthma.
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Abstract

Background: The minimal clinically important difference (MCID) for fractional exhaled
nitric oxide (FeNO) in asthma is uncertain. The American Thoracic Society (ATS) suggests
this may be a relative change = 20%; however, this recommendation is not validated
against a clinical outcome measure. A secondary analysis of two randomised controlled
trials (RCTs) examining associations between changes in FeENO and the Asthma Control
Questionnaire-5 (ACQ-5) may help estimate the MCID.

Methods: The PRACTICAL and Novel START were 52-week RCTs that compared as-
required short-acting beta-agonists with or without maintenance inhaled corticosteroids
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(ICS) versus as-required ICS-formoterol in mild-moderate asthma. In this secondary
analysis, participants with measurements of FeENO and ACQ-5 were included. FeNO was
analysed on the logarithm transformed scale. Logistic regression assessed associations
between FeNO and ACQ-5 changes from baseline to end of study, relative to the ACQ-5
MCID (0.5 points). A t-test was used to compare the difference in log FeNO for those
whose ACQ-5 fell by the MCID for an improvement in ACQ.

Results: Data from 1553 participants were included. There was a weak association
between the change in FENO and change in ACQ-5; correlation coefficient was 0.08 (p =
0.002). The mean (SD) change in log FeNO for those with a clinically important
improvement in ACQ-5 was -0.25 (0.64), N = 530; geometric mean ratio was 0.78,
representing a 22% change in the geometric mean of FeNO. The change in log FeNO was -
0.14 (0.60) for those without an improvement in ACQ-5, N = 852; geometric mean ratio
was 0.87. The sensitivity and specificity for a 20% change in geometric mean FeNO were
47% and 57%, respectively.

Conclusion: Changes in FeNO are a poor surrogate for changes in ACQ-5. The magnitude
of FeNO changes in participants with an MCID improvement in ACQ-5 provides weak
support for the ATS recommendation that the MCID for FeENO may be about a 20%
relative change.

© 2025 John Wiley & Sons Ltd.
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Abstract

Objectives: To evaluate the prevalence and clinical implications of extra-coronary
findings in a large cohort of patients undergoing coronary computed tomography
angiography (CCTA).

Materials and methods: This retrospective study analyzed data from 3295 consecutive
CCTA examinations at a single tertiary center. Radiology reports were reviewed for
potentially significant extra-coronary findings. Three-year follow-up evaluation was
performed via hospital records. Prevalences of confirmed significant findings were
determined and extrapolated to patients lost to follow-up.

Results: Extra-coronary findings were reported in 92.7% (3053/3295) of patients.
Potentially significant non-cardiovascular findings were found in 25.3% (833/3295),
including potentially malignant findings in 8.5% (281/3295) and significant non-malignant
findings in 19.3% (637/3295). Among patients with potentially malignant findings, 40.2%
(113/281) underwent follow-up, with confirmed malignancy in 28.3% (32/113).
Extrapolation suggests a malignancy prevalence of up to 2.4% (95% CI: 1.8-3.2%) within
the CCTA field of view, with a minimum of 1.0% if all patients lost to follow-up were
assumed to have no malignancy. The most frequent significant non-malignant finding
was pulmonary emphysema (10.7%; 352/3295), with extrapolated prevalence rates of
4.2% (95% Cl: 2.6-5.9% for COPD and 1.8% (95% CI: 0.8-3.4%) for asthma or obstructive
sleep apnea. Liver steatosis was present in 4.5% (147/3295), with an estimated
prevalence of 3.1% (95% CI: 1.6-4.2%) for metabolic dysfunction-associated steatotic
liver disease and 1.3% (95% CI: 0.3-2.9%) for alcohol-related liver disease.

Conclusion: Extra-coronary findings are common in CCTA and carry important clinical
implications. Careful management is necessary, and additional screening protocols may
benefit high-risk patients.

Key points: Question How frequently do extra-coronary findings occur in coronary CT
angiography, and what is their clinical impact in patients undergoing cardiac evaluation?
Findings Clinically significant extra-coronary non-cardiovascular findings were identified
in 25.3% of patients, including unsuspected malighancies and relevant pulmonary and
hepatic comorbidities. Clinical relevance Extra-coronary findings on coronary CT
angiography are common and often clinically relevant, warranting structured
assessment to support timely diagnosis and multidisciplinary patient care.
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Abstract

Background: Bronchiectasis disease is characterised by cough, sputum and
exacerbations, with chest computed tomography (CT) typically showing bronchial wall
thickening and mucus plugging in addition to bronchial dilation. Asthma is a common
comorbidity and associated with increased, eosinophilic, airway inflammation.
Automated measurements of bronchial wall thickening and mucus plugs may serve as
biomarkers for inflammation and are associated with clinical characteristics such as
spirometry, blood eosinophil counts and disease severity in patients with bronchiectasis
and asthma co-diagnosis.

Methods: In a cross-sectional retrospective cohort of 64 patients with bronchiectasis
disease and asthma, we applied automated image analysis to assess bronchial
dimensions and mucus plug metrics on chest CT scans. These metrics were correlated
with spirometry, blood eosinophil counts as well as FACED and Bronchiectasis Severity
Index (BSI) scores using correlations and multiple regression analyses.

Results: In 63 patients, bronchial wall thickness and mucus plugs were quantified.
Negative correlations were observed between bronchial wall thickness markers and
spirometry (bronchial wall thickness/accompanying artery diameter and forced
expiratory volume in 1 s (FEV,), r=-0.37; FEV./forced vital capacity, r=-0.30). Mucus plugs
correlated negatively with spirometry and positively with FACED and BSI scores (number
of mucus plugs and BSI, r=0.45). Correlations with blood eosinophil counts were very
weak. In multiple regression analyses, independent associations were observed for
FEV,, Pseudomonas aeruginosa and frequent exacerbations.

Conclusion: This study identified key relationships between automated measurements
of bronchial wall thickness and mucus plugs and clinical characteristics, highlighting
their potential as imaging biomarkers to enhance phenotyping, improve risk assessment
and facilitate tailored treatment strategies in bronchiectasis.
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Abstract

Background: Improved maternal asthma management in pregnancy may reduce
recurrent bronchiolitis and wheeze outcomes in infancy. We assessed whether infant
bronchiolitis and wheeze outcomes are influenced by inflammation-guided management
intervention, inhaled corticosteroid (ICS) use or exacerbations in pregnancy.

Methods: A randomised controlled trial (RCT) secondary analysis and observational
cohort analysis using the same study population was carried out. Pregnant women (12-
23 weeks' gestation) from six centres in Australia were recruited and randomised to
inflammation-guided asthma management or usual care between 2013 and 2023. ICS
use and asthma exacerbations were reported during pregnancy and postnatally. When
infants were 6 (n=691) and 12 (n=606) months of age, respiratory information was
collected from parents and medical records. Associations for the RCT and observational
analyses were assessed with logistic regression.

Results: Guided asthma management in pregnancy was not associated with bronchiolitis
or wheeze-related outcomes, for example for recurrent bronchiolitis at 12 months, the
intervention OR was 1.04 (95% CI1 0.62-1.73). In the observational analyses, ICS use in
pregnancy was not associated with respiratory outcomes; however, asthma
exacerbations in pregnancy were associated with at least one bronchiolitis episode
(adjusted odds ratio (adjOR) 2.20, 95% CI 1.28-3.76) or croup episode (adjOR 4.34, 95% CI
1.89-9.96) at 6 months, and wheeze (adjOR 1.80, 95% Cl 1.14-2.84) and increasing wheeze
episodes at 12 months (adjOR 1.81, 95% CIl 1.17-2.79).

Conclusion: Although there was no evidence that guided asthma management or ICS use
in pregnancy reduces infant bronchiolitis or wheeze, maternal asthma exacerbations are
an important risk factor for these outcomes. Further research is needed to reduce
exacerbations in pregnancy.
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Abstract

Background: In Europe, although multiple biologics have been approved for the
treatment of severe asthma (SA), comparative data from real-world settings remain
limited. This study compared the real-world effectiveness of dupilumab with that of
omalizumab, benralizumab and mepolizumab in European patients with SA.

Methods: In the EU-ADVANTAGE study, physicians from France, ltaly, Germany, Spain and
the Netherlands were recruited to review medical charts of patients (aged 212 years) who
had physician-confirmed SA and initiated dupilumab, omalizumab, benralizumab or
mepolizumab (index) between May 2019 and February 2022. Patients with 212 months of
pre- and post-index records were included. Differences in baseline covariates were
balanced with inverse probability of treatment weighting (IPTW) between dupilumab and
other biologics. Reductions in SA exacerbations and oral corticosteroid (OCS)
prescriptions during the 12-month post-index period were estimated using a doubly
robust regression.

Results: A total of 2739 patients met all study criteria; 1281, 638, 406 and 414 received
dupilumab, omalizumab, benralizumab and mepolizumab, respectively. After IPTW, the
majority of baseline covariates were balanced (standardised difference <10%) between
dupilumab and other biologics in a pairwise manner. After regression, dupilumab was
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associated with a lower risk of SA exacerbations during the 12-month post-index period,
as follows: 22% versus omalizumab, 35% versus benralizumab and

23% versus mepolizumab. Additionally, dupilumab significantly reduced OCS
prescriptions by 25% versus omalizumab, 27% versus benralizumab and

21% versus mepolizumab.

Conclusions: The findings suggest that dupilumab may reduce severe exacerbations and
OCS use in patients with SA better than omalizumab, benralizumab and mepolizumab in
European real-world settings.
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Abstract

Introduction: Severe asthma in children is a chronic, heterogeneous condition that
significantly impacts quality of life and poses management challenges. The introduction
of biological therapies has transformed treatment paradigms, offering targeted
interventions for patients with specific phenotypes.

Areas covered: This review provides an overview of the current evidence on biologic
therapies approved for pediatric severe asthma, including omalizumab, mepolizumab,
benralizumab, and dupilumab. We discuss their mechanisms of action, pivotal clinical
trials, real-world data, and practical considerations for use. A comprehensive literature
search was performed using PubMed, Embase, and major conference proceedings up to
May 2025. We also examine emerging biologic agents targeting upstream pathways, such
as tezepelumab and anti-IL-33 therapies, and explore the concept of asthma remission
and its implications for long-term disease trajectories.

Expert opinion: Biologics represent a significant advancement in pediatric asthma
management, enabling for tailored treatments based on underlying pathophysiology.
However, challenges persist in optimizing patient selection, enhancing access, and
comprehending long-term outcomes. Future research should focus on early intervention
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strategies, cost-effectiveness analyses, and the potential for disease-modifying effects
in children.

Keywords: Severe asthma; biological products/therapeutic use; biomarkers/blood;
pediatrics; precision medicine.
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Abstract

Introduction: Moderate-severe asthma affects a significant proportion of patients and
poses challenges in symptom control and exacerbation prevention. The preferred track 1
endorsed by the Global Initiative for Asthma (GINA) recommendations offers a single-
inhaler approach combining inhaled corticosteroids and formoterol for both
maintenance and symptom relief (maintenance and reliever therapy; MART). However,
MART's real-world adoption remains suboptimal and concerns regarding its correct
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implementation persist. "What About MART Posology" (WAMP) survey assessed the
knowledge and clinical application of MART among Italian healthcare professionals
(HCPs) and patients.

Methods: WAMP was a cross-sectional, web-based survey conducted among 1000 Italian
HCPs and 400 patients with moderate-severe asthma. HCPs answered questions
regarding treatment preferences, adherence to GINA recommendations and MART
implementation. Patients reported on their therapeutic regimens, inhaler use, and
adherence behaviors.

Results: Most HCPs demonstrated awareness of GINA recommendations.
Pulmonologists (73.6%) and allergists (62.0%) reported favoring track 1, while general
practitioners (GPs) showed greater variability (55.1%). Most of HCPs reported the use of
inhaled corticosteroids (ICS)-formoterol, according to the MART approach, to manage
moderate-severe asthma. GPs reported that approximately 45.5% of moderate-severe
patients with asthma treated with ICS-formoterol inhaled therapy were also prescribed
short-acting B2-agonists (SABA). Among patients, ICS-formoterol was the most reported
regimen (59.7%), despite only 21.6% adhered to the MART approach correctly. Triple
therapy was preferred for patients with recurrent exacerbations, yet its adoption was
lower than expected.

Conclusions: The WAMP survey suggests a strong awareness of GINA track 1 among
Italian HCPs. MART was widely implemented, particularly by specialists; patient data
supported these findings. Gaps in education on MART's dual function persist though.
Targeted training for HCPs and improved patient education are essential to optimize
asthma management and adherence to evidence-based strategies.

Keywords: Asthma; Healthcare professional; Inhaled therapy; Italy; Maintenance and
reliever therapy (MART); Moderate; Patient; Severe; Survey.
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Abstract

Background: For managing persistent asthma, M/s. Zydus Healthcare Limited has
developed a novel fixed dose combination (FDC) of vilanterol 25 ug, glycopyrronium
50 pg, and fluticasone furoate 200 pg (VIL-GLY-FF) in dry powder inhaler (DPI)
formulation.

Methods: This phase 3, multicenter, parallel group, open-label study randomized (1:1)
patients not controlled with medium or high-dose inhaled corticosteroid in either the
test (VIL-GLY-FF DPI) or reference (approved FDC DPI of indacaterol 150 ug, GLY 50 ug,
and mometasone furoate 160 pg [IND-GLY-MF]) group. FDCs were administered by
inhaling one capsule via Respihaler device once-daily for 12 weeks. The primary
endpoint was the change in trough forced expiratory volume in 1 s (FEV1) at week 12 from
baseline. Secondary outcomes included the comparison of trough forced vital capacity
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(FVC), post-bronchodilator FEV1 and FVC, and asthma control test score between the
two groups.

Findings: All 256 enrolled patients completed the study. The least square mean (standard
error) change in trough FEV1 at week 12 from baseline was 392.77 (31.33) ml and 364.34
(31.33) ml for the test and reference groups (p = 0.522), respectively. The lower limit of 95
% confidence interval for the difference between two groups for the mean change in
trough FEV1 at week 12 from baseline was -58.83 ml, well-above the predefined non-
inferiority margin (-150 ml). Other secondary endpoints and safety were comparable
between the two groups.

Interpretation: VIL-GLY-FF DPI was found non-inferior to IND-GLY-MF DPI in improving
trough FEV1 response. The test FDC was well-tolerated in Indian patients with persistent
asthma.

Clinical trial registration number: CTRI/2024/02/063046 (Clinical Trial Registry - India).

Keywords: Asthma; Fluticasone furoate; Glycopyrronium; Non-inferiority; Phase 3;
Randomized; Vilanterol; dry powder inhaler.
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Abstract

Introduction: There is a lack of comprehensive data on complications following sinus
surgery (SS) in patients with chronic rhinosinusitis with nasal polyps (CRSwNP). This

study aimed to estimate the prevalence of SS-related complications in CRSwWNP patients

and examine patient characteristics, predictors of revision surgery, healthcare use, and
associated costs using secondary care data from Swedish registers.

Methods: This observational cohort study used Swedish administrative register data to
report patient characteristics and estimate the prevalence and incidence of SS-related
complications among CRSwWNP patients. Healthcare resource use (HCRU) and
associated costs, the probability of and predictors for revision surgery were assessed.

Results: Out of 9178 CRSwWNP patients who underwent SS, 8.5% experienced
complications to SS. Asthma was the most frequently observed comorbidity. The
probability of revision surgery within 4 years was 12%. Factors such as younger age at
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index, complications to first surgery, earlier index year, and comorbid asthma were
significant predictors for future surgery. Within 4 years of follow-up, patients undergoing
SS showed more HCRU and higher related costs compared to matched general
population controls (€13 865 vs. €7088 per person; p <0.001). Asthma comorbidity, the
occurrence of complications, and undergone revision surgery were associated with
higher costs.

Conclusion: Overall, this study provides valuable clinical insights into patient
characteristics, complications to SS, resource use, and factors related to revision
surgery in patients with CRSwWNP.

Keywords: asthma; chronic rhinosinusitis; nasal polyps; sinus surgery.
© 2025 The Author(s). Clinical Otolaryngology published by John Wiley & Sons Ltd.
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Abstract

Objectives: Compared with silicosis, there has been less research on other respiratory
diseases in stone benchtop industry workers. Therefore, we explored respiratory
symptoms, airflow obstruction and asthma, including associations with workplace dust
exposure, in these workers.

Methods: This study included voluntary participants from a stone benchtop industry
screening programme conducted in Victoria, Australia, which included chest X-rays,
respiratory function tests and a respiratory symptom questionnaire. Asthma status was
determined based on self-report, and respiratory function tests were used to measure
airflow obstruction. The associations between workplace dust exposure and respiratory
symptoms were compared using logistic regression, adjusting for age, smoking status
and silicosis.

Results: The prevalence of self-reported asthma in this cohort was 20% (90/450 workers).
Workers with histories of high workplace dust exposure, even those without silicosis,
were more likely to have self-reported asthma and to report respiratory symptoms. Those
with obstruction but no bronchodilator response on respiratory function tests were more
likely to report histories of high workplace dust exposure. For over half of workers with
wheeze or difficulty breathing, symptoms improved at weekends and/or on holidays.

Conclusions: There was a high prevalence of self-reported asthma in stone benchtop
industry workers and an association between workplace dust exposure and airflow
obstruction without bronchodilator response, as well as self-reported asthma,
independent of silicosis. These findings suggest a potential role of artificial stone dust
exposure in the development of obstructive lung disease, in addition to silicosis.

Keywords: Asthma; Occupational Health; Public Health Surveillance; Silicosis.
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HSP70 is a chaperone for IL-33 activity in chronic airway disease
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Abstract

IL-33 is a key driver of type 2 inflammation and implicated in pathology of chronic
obstructive pulmonary disease (COPD) and asthma. However, the mechanism for IL-33
secretion and regulation in the context of chronic airway disease is poorly understood.
We previously reported an airway disease-associated isoform IL-33A34 that escapes
nuclear sequestration and is tonically secreted from epithelial cells. Here, we describe
how this IL-33A34 isoform interacts with HSP70 within cells and is targeted to secretory
organelles through coordinated binding to phosphatidylserine (PS) and delivered to
compartments for unconventional protein secretion (CUPS). Once secreted,
extracellular HSP70 (eHSP70) in complex with IL-33A34 stabilizes the cytokine by
inhibiting oxidation and degradation, which results in enhanced IL-33A34-receptor
binding and activity. We further find evidence that IL-33 along with mediators of the
proteostasis network HSP70, HSP90, and the Chaperonin Containing TCP1 (CCT)
complex are dysregulated in human chronic airway disease. This phenomenon is
reflected in the differential extracellular vesicle (EV) proteome in bronchial wash from
COPD and asthma samples, which could mark disease activity and potentiate IL-33
function. This study confirms proteostasis intermediates, chiefly HSP70, as chaperones
for noncanonical IL-33 secretion and activity that may be amenable for therapeutic
targeting in the chronic airway diseases COPD and asthma.

Keywords: COPD; Chaperones; Cytokines; Immunology; Pulmonology.
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Long-term clinical control in chronic rhinosinusitis: Outcomes more than five years after
surgery
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Abstract

Purpose: Chronic rhinosinusitis (CRS) is a common chronic and disabling disease with a
high socioeconomic burden. The primary goal of treatment is improving health-related
quality of life (HRQoL) and maintaining clinical control. The aim of this study was to
assess clinical controlin CRS patients more than 5 years after endoscopic endonasal
surgery (EES).

Methods: In this observational cohort study, 123 patients with CRS were included and
they completed the Endoscopic Endonasal Sinus and Skull Base Surgery Questionnaire
and updated European Position Paper on Rhinosinusitis and Nasal Polyps (EPOS) criteria.
Three clinical control groups were obtained according to the EPOS criteria and
corresponding EES-Q and domain scores were analyzed. Univariate analyses were
performed to identify variables significantly associated with outcome.
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Results: Symptoms of 25.2% of CRS patients were 'controlled’, 26.8% were 'partly
controlled' and 48.0% were 'uncontrolled' according to the EPOS criteria. Nonsteroidal
anti-inflammatory drug - exacerbated respiratory disease, allergic rhinitis, revision
surgery, smoking, asthma, and nasal polyps were all signhificantly associated with partly
controlled or uncontrolled CRS. The physical domain played the most significant role in
disease control, followed by the social and psychological domain.

Conclusion: According to the updated EPOS criteria, only 25% of patients had controlled
CRS more than five years following EES. This emphasizes the importance of unravelling
the factors that contribute to disease control to improve treatment. The
multidimensional aspect should be taken into account as well as the patients'
perspective.

Level of evidence: |IB.

Keywords: Chronic rhinosinusitis; Clinical control; Disease control; EES-Q; Patient-
reported outcome measure; Quality of life.
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Abstract

The immunologic consequences of disordered sleep are evident in many disease states,
including multiple allergic diseases and disorders cared for in the allergy immunology
clinic. Allergic rhinitis is significantly associated with disordered sleep, most commonly
obstructive sleep apnea (OSA) which worsens the allergic process itself through chronic
intermittent hypoxia and increased inflammatory activation. Patients with asthma also
commonly suffer from OSA, with both conditions worsening nighttime airway resistance.
Disrupted sleep decreases the reaction threshold for patients with anaphylaxis. In
considering allergic-immunologic diseases and disorders of sleep, it is important to
recoghize that treatments for one condition may benefit the other and these may include
topical glucocorticosteroid use, surgery, and continuous positive airway pressure.
Addressing both issues - the allergic-immunologic disease and the sleep disorder - may
be critical not only to the patient's physical health but to their mental health as well,
particularly anxiety and depression. Recognizing and treating disordered sleep as a
component of allergic disease symptom management has the potential to improve
allergy outcomes, mental health outcomes, and overall wellbeing.

Keywords: Sleep; allergic rhinitis; allergy; anaphylaxis; asthma.
Copyright © 2025. Published by Elsevier Inc.
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Abstract

Background: Allergic rhinitis (AR) is a common disease in preschool children and
seriously affects their quality of life. Defining the risk factors of AR can help early
diagnosis and prevention. The aim of this meta-analysis was to identify and summarizes
the risk factors associated with allergic rhinitis in preschool children.

Methods: A systematic search of PubMed, Embase, Cochrane library, Web of Science,
built up to 20 January 2025 was performed. Studies were included if they reported risk
factors for AR in preschool children. A random-effects model was used to calculate the
combined odd ratio (OR) and 95% confidence interval (Cl).

Results: A total of 10 cohort studies involving 94,774 preschool children were included in
this meta-analysis. The results suggested that several factors may associated with
higher odds of allergic rhinitis in preschool children. These factors include parental
allergic rhinitis (OR =2.4, 95% CI: 2.01-2.87), parental eczema (OR=1.72, 95% ClI: 1.48-
1.99), parental asthma (OR = 2.45, 95% CI: 1.53-3.93), male (OR =1.54, 95% ClI: 1.37-1.72),
caesarean birth (OR=1.32, 95% CI: 1.08-1.61), and dampness at home (OR =1.24,95% CI:
1.08-1.42). On the other hand, the presence of pets at home was found to be protective,
with a reduced risk of allergic rhinitis (OR=0.57, 95% CI: 0.41-0.78).

Conclusion: This study suggests that factors such as parental history of allergy, boys,
caesarean section and damp environment at home may increase the risk of allergic
rhinitis in preschool children, whereas pets may have a protective role. These findings
emphasize the influence of genetic and environmental factors on allergic rhinitis in
children.

Keywords: Allergic rhinitis; Meta-analysis; Preschool children; Risk factors.
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BackgroundChronic rhinitis (CR) is characterized by refractory symptoms such as
rhinorrhea, sneezing, nasal congestion, postnasal drip (PND), and cough. Most patients
do not achieve lasting symptom relief with medical management.ObjectiveTo evaluate
the long-term efficacy and safety of temperature-controlled radiofrequency treatment
targeting posterior nasal nerves (PNNs) for CR.MethodsThis prospective, single-arm,
open-label, multicenter study included patients aged 18-85 years across 19 centers in
the United States and Germany. Outcome measures included reflective Total Nasal
Symptom Score (rTNSS), PND and cough scores, and the Mini Rhinoconjunctivitis Quality
of Life Questionnaire (MiniRQLQ). Outcomes, including adverse events, were reported
through 3 years post-procedure.SettingAll procedures were performed in an outpatient
office-based setting.ResultsOne hundred twenty-nine patients received treatment; 101
completed 3-year follow-up. The adjusted mean rTNSS Score improved from 7.8 (95%
confidence interval [Cl]: 7.5-8.1) at baseline to 3.2 (95% CI: 2.8-3.7) at 3 years (mean
change: -4.5[95% CI: -5.1 to -4.0]; P <.001). Rhinorrhea symptom scores improved from
2.6 to 1.2 (55.8% reduction). Compared to baseline, at 3 years, adjusted mean cough and
PND scores declined from 1.3 to 0.4 (mean change: -0.9; P <.001, 69% reduction) and
from 2.4 to 1.2 (mean change: -1.2; P <.001, 50% reduction), respectively. MiniRQLQ
scores were significantly reduced from an adjusted mean of 3.0 (95% CI: 2.8-3.2) at
baseline to 1.2 (95% CI: 1.0-1. 4) at 3-year follow-up; P <.001. No serious device- or
procedure-related adverse events were reported.ConclusionA single temperature-
controlled radiofrequency treatment of the PNN safely and effectively reduced CR
symptoms, including cough and PND, improved quality of life, and decreased medication
burden through a period of 3 years with no serious adverse events.

Keywords: ablation; allergic rhinitis; chronic rhinitis; congestion; neurolysis; posterior
nasal nerve; postnasal drip; rTNSS; temperature-controlled radiofrequency; vasomotor
rhinitis.
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Causal association of 91 circulating inflammatory proteins with allergic rhinitis: a
Mendelian randomisation study

Hui Zhang, Yuefeng Sun, Run Yuan, Yingxuan Zhang, Yueyang Zhang
e« PMID: 40759088

e DOI:10.1159/000547718

Abstract

Objective Allergic rhinitis (AR) is a common chronic allergic inflammatory disease, and
circulating inflammatory markers have been found to play an important role in the
pathogenesis of allergic rhinitis. The aim of this study was to elucidate the causal
relationship between 91 circulating inflammatory markers and AR using Mendelian
randomisation (MR) analysis. Method The inverse variance weighted (IVW) approach to
Mendelian randomisation analysis focuses on exploring causal relationships between
exposures and outcomes using publicly available genetic variation from large genome-
wide association studies (GWAS). That is, single nucleotide polymorphisms (SNPs)
associated with 91 circulating inflammatory markers (14,824 participants of the
European ancestry) were used as the exposure, and AR was used as the outcome
variable with the aim of exploring the causal relationship between the 91 circulating
inflammatory markers and AR. MR-Egger, weighted median (WM) and weighted models
were employed as complementary methods to IVW in assessing the reliability of causal
relationships.In addition, we utilised the MR robust adjusted profile score (MR-RAPS)
method to fully assess Steiger's test was used to confirm whether the causal
relationship between exposure and outcome was biased by reverse causality. Sensitivity
analyses used Cochran's Q statistic and funnel plots to detect heterogeneity, and the
MR-Egger intercept test and leave-one-out to assess horizontal multidimensionality.
Results This study revealed a causal relationship between 91 circulating inflammatory
markers and AR, especially DNER consistently presented as a risk factor for AR and TNF -
beta levels consistently as a protective factor for AR. In addition, elevated levels of
CCL19, CXCL11, CXCL5, DNER, IL - 18R1,IL-17C, IL-6, IL-7, IL-4, and FGF19 may increase
AR susceptibility. These results not only enhance our understanding of the pathological
mechanisms of AR, but also provide potential biomarkers for risk assessment and
intervention in clinical practice. Conclusion This MR analysis reinforces the importance
of 91 circulating inflammatory markers in the diagnosis and prediction of AR. Future
studies should further explore the mechanisms of action of these biomarkers and their
potential as therapeutic targets for AR.

S. Karger AG, Basel.
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Abstract

Introduction: Cerebellar ataxia with neuropathy and vestibular areflexia syndrome (CANVAS)
is a genetic neurodegenerative condition associated with chronic cough and cough
hypersensitivity. The neuropathic mechanisms underlying cough in CANVAS are unknown. In
a father and son with CANVAS-associated cough, we investigated clinical and
neuropathophysiological features including bronchial and skin biopsies.

Methods: Patients completed assessments for cough severity (visual analogue scale, VAS),
impact (Leicester Cough Questionnaire, LCQ), triggers (Cough Hypersensitivity
Questionnaire), objective frequency with Leicester Cough Monitor, and reflex sensitivity with
capsaicin cough challenge. Bronchoscopic airway biopsies were analysed for nerve
morphology and compared to a healthy control. Neurological assessments included skin
biopsies, nerve conduction studies, and microneurography.
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Results: The father (age 62) and son (age 37) had advanced and early CANVAS, with a
refractory chronic cough of 37 and 9 years duration, respectively. The cough in the father and
son was of moderate severity (VAS 58 and 54 mm) and impact (LCQ score 15.9 and 13.1), with
raised objective cough frequencies of 6 and 16 coughs hr?, and heightened cough reflex
sensitivity to capsaicin with concentrations to evoke five coughs (C5) of 14.9 and 3.3 pmol L™,
respectively. Bronchoscopic airway biopsies demonstrated severely depleted sensory small
nerve fibres in the father and son compared to a healthy control: median (IQR) total nerve
length 0 (0-0) and 0 (0-125) um vs 944 (461-1323) um, respectively. Skin biopsies showed
absent intraepidermal nerve fibres, with densities of 0.0 fibres.mm™" in both patients.
Functional microneurography revealed nociceptor fibre paucity and dysfunction.

Conclusion: In CANVAS, despite the loss of bronchial and cutaneous nerve fibres, there was
heightened cough reflex sensitivity. Further studies are needed to elucidate underlying neural
mechanisms.

Keywords: Airway innervation; CANVAS; Cough hypersensitivity; Lung biopsy.
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Abstract

Objective: Chronic cough is a highly prevalent condition that significantly reduces quality of
life, but our current understanding of the association between chronic cough and psychiatric
comorbidities is limited. This study aims to describe the association between extrapulmonary
chronic cough (ECC) and psychiatric comorbidities using a validated national database
analysis.

Methods: The National Health and Nutrition Examination Survey (NHANES) was used to
identify participants with ECC between 2007 and 2012. Participant demographic information
and diagnoses were obtained from the results of these surveys. Multivariable logistic
regression was used to assess associations between ECC and psychiatric comorbidities after
controlling for several confounding factors including demographic variables and other
comorbidities known to be associated with chronic cough.

Results: This study included a total of 9941 participants, corresponding to a weighted total of
123,419,943 participants. Of these, 5,753,420 (4.6%) had pulmonary-related chronic cough,
7,947,586 (6.4%) had ECC, and 109,718,937 (88.9%) had no chronic cough. There was a
clinically and statistically significant association between ECC and depression severity (PHQ-
9 categories) (mild OR: 1.7 [99% CI: 1.1-2.5], moderate OR: 1.9[99% CI: 1.1-3.2], severe OR:
3.5[99% CI: 0.83-14.32]). There was also a strong association between ECC and anxiety (OR:
1.9[99% CI: 1.3-2.8]).

Conclusion: There are strong associations between ECC and both depression and anxiety.
Physicians should consider the possible bidirectional impact of psychiatric comorbidities and
chronic cough.

Level of evidence: Level 3.
Keywords: anxiety; chronic cough; cough; depression; epidemiology; national database.
© 2025 The American Laryngological, Rhinological and Otological Society, Inc.
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Chronic obstructive pulmonary disease screening using time-frequency features of self-
recorded respiratory sounds
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Abstract

Objectives: Chronic obstructive pulmonary disease (COPD) is the third leading cause of
death worldwide, with up to 70% of cases remaining undiagnosed. This paper proposes a
COPD screening tool based on time-frequency representation features of self-recorded
respiratory sounds.

Materials and methods: Respiratory sound samples (breath and cough sounds) were
extracted from COPD and asymptomatic non-COPD volunteers using a large, scientific-
purpose database. We analyzed 39 time-frequency representation features of breath and
cough sounds, combined with age, sex, and smoking status, using Autoencoder neural
networks and random forest (RF) algorithms. We compared the performance of different
breath and cough RF models built to detect COPD: one based exclusively on sound features,
one based exclusively on sociodemographic characteristics, and one based on sound
features and sociodemographic characteristics.

Results: Models including breathing features outperformed models exclusively based on
sociodemographic characteristics. Specifically, the model combining sociodemographic
characteristics and breathing features achieved an area under the curve (AUC), accuracy,
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sensitivity, and specificity of 0.901, 0.836, 0.871, and 0.761, respectively, in the test set,
representing a substantial increase in AUC when compared to the model based exclusively on
sociodemographic characteristics (0.901 vs 0.818).

Discussion: Our results suggest that a lightweight collection of the time-frequency
representation features of self-recorded beathing sounds could effectively improve the
predictive performance of COPD screening or case-finding questionnaires.

Conclusion: COPD screening through self-recorded breathing sounds could be easily
integrated as a low-cost first step in case-finding programs, potentially contributing to
mitigate COPD underdiagnosis.

Keywords: COPD screening; artificial intelligence; chronic obstructive pulmonary disease;
computer-aided diagnosis; machine learning.

© The Author(s) 2025. Published by Oxford University Press on behalf of the American Medical
Informatics Association.

Conflict of interest statement

The authors declare that they have no known competing financial interests or personal
relationships that could have influenced the work reported in this paper.

e 49 references

e A4figures

Full text links

Proceed to details

Cite
4

ERJ Open Res

. 2025 Aug 4;11(4):01370-2024.
doi: 10.1183/23120541.01370-2024. eCollection 2025 Jul.

Top 10 priorities for chronic cough: Canadian James Lind Alliance Priority-Setting
Partnership (CAN-COUGH)

Saif Samari'?, Ana Oliveira®4°2, Danica Brister®, Elena Kum', Shawn D Aaron”’, Darryl
Adamko?, Anurag Bhalla'®, Christopher Carlsten %, Maxime Cormier', Anne K
Ellis '?, Stephen K Field ¢, Krystelle Godbout ', Paul Hernandez 4, Jeremy A Hirota'®, Alan



https://pubmed.ncbi.nlm.nih.gov/40766797/#references
https://pubmed.ncbi.nlm.nih.gov/40766797/#figures
https://pubmed.ncbi.nlm.nih.gov/40766797/
https://pubmed.ncbi.nlm.nih.gov/40761655/
https://pubmed.ncbi.nlm.nih.gov/40761655/
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Samari+S&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Oliveira+A&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-3
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-4
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-5
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-2
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Brister+D&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Kum+E&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Aaron+SD&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-7
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Adamko+D&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Adamko+D&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-8
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Bhalla+A&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Carlsten+C&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-10
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Cormier+M&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-11
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Ellis+AK&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Ellis+AK&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-12
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Field+SK&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-6
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Godbout+K&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-13
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Hernandez+P&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-14
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Hirota+JA&cauthor_id=40761655
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-1
https://pubmed.ncbi.nlm.nih.gov/?term=40779053%2C40776585%2C40766797%2C40761655&filter=dates.2025%2F8%2F3-2025%2F8%2F10&sort=date&format=abstract&size=200#search-result-1-4-full-view-affiliation-9
https://pubmed.ncbi.nlm.nih.gov/?sort=date&size=200&term=Kaplan+A&cauthor_id=40761655

Kaplan', Tom Kovesi ', Renata Mancopes '/, Maria Sedeno ¢, Maeve Smith '°?°, Robert
Newman 2!, Philip King?', Tiffany Gallagher?', Sarah Butson 22, Dina Brooks?, Imran Satia'®

Affiliations Expand
e PMID: 40761655

« PMCID: PMC12320103

o« DOI:10.1183/23120541.01370-2024

Abstract

Background: Chronic cough significantly impacts individuals' quality of life and poses
challenges for healthcare providers due to limited licensed treatments, side effects of
available medications and difficulty accessing nonpharmacological interventions.
Understanding priorities for research, education and knowledge dissemination from the
perspectives of individuals with chronic cough and healthcare providers can guide future
efforts. This study aimed to identify these key priorities in Canada.

Study design and methods: We conducted a cross-sectional study using the James Lind
Alliance (JLA) method to set priorities. Chronic cough was identified as the healthcare
problem. Participants rated items related to research, education and knowledge
dissemination in an online survey using a seven-point Likert scale. Results of the survey were
reviewed by the Canadian Thoracic Society's (CTS) multidisciplinary working group and
patient partners who engaged in a face-to-face Priority-Setting Partnership, to establish a "Top
10" priorities list for chronic cough.

Results: 74 individuals with chronic cough and 62 healthcare providers completed the
scoping survey. The top-rated priorities included enhancing knowledge of existing treatments,
developing new treatments and improving diagnostic testing. The final "Top 10" priorities list
emphasised the need for developing infrastructure for evaluating new treatments, improving
understanding of biological mechanisms and raising awareness among the public and
policymakers.

Conclusion: This is the first priority-setting project for chronic cough, highlighting key areas to
address in research, education and dissemination. The identified priorities will serve as a
foundation for future efforts to improve the management and care of individuals with chronic
cough.
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Abstract

Background: Dipeptidyl peptidase-1 (DPP-1/Cathepsin C) processes and activates
neutrophil serine proteases. Brensocatib (an oral, reversible, competitive DPP-1
inhibitor) is a novel therapy for bronchiectasis previously shown to reduce sputum
protease activity and prevent exacerbations. Broader effects of DPP-1 inhibition on the
immune response have not been investigated.

Objective: This study aimed to profile the effects of DPP-1 inhibition using a secondary
analysis of the STOP-COVID19 trial.

Methods: The STOP-COVID19 trial was a randomized placebo-controlled trial of
brensocatib 25mg in patients hospitalised for severe COVID-19 in the UK. In the primary
analysis Brensocatib did not improve clinical outcomes at day 29. In a pre-specified sub-
study at two UK hospitals was performed to explore the effects of DPP1 inhibition in the
immune response.. blood samples were obtained at baseline and days 8, 15 and 29.
Analyses included peripheral blood neutrophil mass spectrometry, neutrophil functional
testing, serum cytokine analysis, whole blood mRNAseq and measurement of circulating
neutrophil-associated markers.

Results: 161 patients were enrolled June 2020—-January 2021 (brensocatib, n=80; placebo,
n=81). Neutrophil proteomics showed significant alterations in 15 proteins (FDR p<0.01)
including reductions in cathepsin G and the pseudoenzyme azurocidin-1 (FDR p<0.0001)
by day 29. In serum, azurocidin-1 levels, but not total elastase or proteinase 3, were
significantly reduced (p<0.0001). Neutrophil surface expression of protease-cleavable
C5aR1/CD88 was significantly increased by day 29 (p<0.05). There were no differences in
neutrophil extracellular traps, phagocytosis, circulating immune cell proportions or gene
expression between treatment groups.

Conclusions: Brensocatib treatment in COVID-19 altered multiple neutrophil proteins
including profound effects on azurocidin-1, identifying this as a key DPP-1 target and
potentially highly sensitive biomarker of treatment efficacy.

Keywords: Azurocidin-1; Brensocatib; Cathepsin C; DPP-1; Dipeptidyl peptidase-1;
Heparin Binding Protein; Inflammation; Multi-omics; Neutrophil; Proteomics.

Copyright © 2025. Published by Elsevier Inc.
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Abstract

Rationale: Chronic lung diseases, including COPD and bronchiectasis (BE), may differ by
sex in symptom onset, diagnostic delays, and disease burden. This study examined
healthcare experiences and symptom burden among individuals with self-reported
COPD, BE, or non-tuberculous mycobacteria (NTM).

Methods: This cross-sectional study analyzed data from an online survey of U.S. and
international participants with self-reported COPD, BE, or NTM, recruited via COPD
Foundation (COPDF) social media. The questionnaire, developed with input from COPDF
leadership, physician-researchers, and patient stakeholders, assessed healthcare
experiences, disease burden, and symptoms. A subset of women answered menopause-
related questions. Descriptive statistics were compared by sex and disease group: COPD
(with/without BE or NTM) and BE (with/without NTM). T-tests assessed continuous
variables; chi-square or Fisher's exact tests analyzed categorical variables.
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Results: Among 632 respondents (mean age 70+9 years, 74% women), 68% reported
COPD and 32% BE. Women with COPD were younger (p=0.048) and sought care sooner
after symptom onset (p<0.010) than men. More women with COPD didn't have their
diagnosis explained by a healthcare provider (p=0.038) and reported diagnosis-related
anxiety, depression, or fear (p=0.007). Among participants with BE, men were more likely
to receive a confirmed diagnosis sooner (p=0.038) and during hospitalization (p=0.024).
Disease management burden, pulmonologist visit frequency, CAAT scores, numbers of
comorbidities, and financial burden were similar across groups. Over 75% of women
were postmenopausal, and one-third reported worsened pulmonary symptoms post-
menopause.

Conclusions: Differences in diagnostic delays and symptom burden highlight the need
for further research into healthcare disparities to improve pulmonary care and
outcomes.

Keywords: COPD; bronchiectasis; self-perceived experiences; sex.
JCOPDF © 2025.
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Plain language summary

This JAMA Patient Page describes bronchiectasis symptoms, risk factors, diagnosis, and
treatments.
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Abstract

Bronchiectasis is a chronic respiratory disease characterised by irreversible bronchial
dilation, persistent productive cough and alternating periods of clinical stability and
exacerbations. The distorted airways impair mucus clearance, making them susceptible
to recurrent infections and chronic inflammation. Haemophilus influenzae is a common
pathogen in bronchiectasis according to international registries. It employs several
virulence mechanisms, including adhesion, intracellular invasion/survival, biofilm
formation and evasion of antibiotic treatments, to establish infection. These
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mechanisms allow H. influenzae to persist in the respiratory tract and evade host
immune defences. Although its role is well-documented in other airway diseases, the
impact of H. influenzae in bronchiectasis remains incompletely understood.
International guidelines do not recommend eradication therapy for H. influenzae upon
first isolation, while this intervention is advised for Pseudomonas aeruginosa in such
cases. Long-term immunomodulatory treatment with macrolides is an option for
patients with bronchiectasis with chronic H. influenzae infection and frequent
exacerbations, though it carries the risk of promoting antibiotic resistance and

a Pseudomonas-enriched airway microbiome. Studies indicate significant negative
interactions between P. aeruginosa and H. influenzae, suggesting a competitive
relationship that can influence microbiome dynamics and potentially affect clinical
outcomes. Currently, there is insufficient evidence to support vaccination against
nontypeable H. influenzae in chronic airways disease. Despite its frequent detection in
respiratory samples, the precise role of H. influenzae in bronchiectasis-related
morbidity and disease progression is not fully understood and warrants further
investigation. This review examines the impact of H. influenzae on bronchiectasis
pathophysiology and progression, comparing its role in other chronic respiratory
diseases.
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Abstract

Background: Bronchiectasis disease is characterised by cough, sputum and
exacerbations, with chest computed tomography (CT) typically showing bronchial wall
thickening and mucus plugging in addition to bronchial dilation. Asthma is a common
comorbidity and associated with increased, eosinophilic, airway inflammation.
Automated measurements of bronchial wall thickening and mucus plugs may serve as
biomarkers for inflammation and are associated with clinical characteristics such as
spirometry, blood eosinophil counts and disease severity in patients with bronchiectasis
and asthma co-diagnosis.

Methods: In a cross-sectional retrospective cohort of 64 patients with bronchiectasis
disease and asthma, we applied automated image analysis to assess bronchial
dimensions and mucus plug metrics on chest CT scans. These metrics were correlated
with spirometry, blood eosinophil counts as well as FACED and Bronchiectasis Severity
Index (BSI) scores using correlations and multiple regression analyses.

Results: In 63 patients, bronchial wall thickness and mucus plugs were quantified.
Negative correlations were observed between bronchial wall thickness markers and
spirometry (bronchial wall thickness/accompanying artery diameter and forced
expiratory volume in 1 s (FEV,), r=-0.37; FEV./forced vital capacity, r=-0.30). Mucus plugs
correlated negatively with spirometry and positively with FACED and BSI scores (humber
of mucus plugs and BSI, r=0.45). Correlations with blood eosinophil counts were very
weak. In multiple regression analyses, independent associations were observed for
FEV,, Pseudomonas aeruginosa and frequent exacerbations.

Conclusion: This study identified key relationships between automated measurements
of bronchial wall thickness and mucus plugs and clinical characteristics, highlighting
their potential as imaging biomarkers to enhance phenotyping, improve risk assessment
and facilitate tailored treatment strategies in bronchiectasis.
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Abstract

Background: Community-acquired pneumonia (CAP) causes substantial morbidity and
mortality, particularly in patients with chronic obstructive pulmonary disease (COPD).
This study compares the microbial detections in CAP patients with and without COPD
using culture based and molecular diagnostic methods.

Methods: This prospective study included 412 hospitalized pneumonia patients (136 with
COPD). Lower respiratory tract samples were analysed with traditional cultures and a
multiplex PCR panel (FilmArray Pneumonia Panel Plus). Multivariable Poisson regression
identified predictors of Pseudomonas aeruginosa detection, and logistic regression
estimated detection probability using the top predictors.

Results: Overall pathogen detection rates were similar between groups, but P.
aeruginosa was significantly more common in COPD patients (12.5% vs. 3.1%; p <0.001).
In adjusted analyses, each additional year of age increased the risk of P. aeruginosa by
5% (RR 1.05; 95% CI 1.01-1.09), while advanced COPD (GOLD 3-4) conferred a four-fold
higher risk (RR 4.29; 95% CI 1.94-9.46), diabetes mellitus a four-fold risk (RR 4.04; 95% CI
1.97-8.29), and prior P. aeruginosa detection a five-fold risk (RR 5.03; 95% CI 2.44-10.36).
Inhaler use, bronchiectasis, and recent hospitalization were not independently
associated.

Conclusion: Although overall microbial detection rates were comparable between
groups, P. aeruginosa was disproportionately prevalent in high-risk COPD individuals.
While most COPD patients with pneumonia can be managed with standard empirical
antibiotics, empirical coverage for P. aeruginosa should be considered for selected high-
risk patients. Prospective studies are warranted to evaluate targeted P. aeruginosa
coverage to optimize antibiotic stewardship and improve outcomes.
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Abstract

Background and objectives: Brensocatib, an oral, competitive, and reversible inhibitor of
dipeptidyl peptidase 1 (DPP1), reduces exacerbations and lung function decline in non-
cystic fibrosis bronchiectasis (NCFBE). This study aimed to evaluate the
pharmacokinetics (PK), pharmacodynamics (PD), safety, and tolerability of brensocatib
in adults with cystic fibrosis (CF), comparing these findings with data from previous trials
in healthy adults and in those with NCFBE to inform dose selection for future clinical
trials.

Methods: A phase lla, single-blind, randomized, placebo-controlled trial was conducted
to assess the PK, PD, safety, and tolerability of brensocatib in adults with CF.
Participants were randomly assignhed to receive once-daily brensocatib (10 mg, 25 mg, or
40 mg) or placebo for 28 days. The study planned enrollment of up to 34 adults, stratified
on the basis of their CF transmembrane conductance regulator (CFTR) modulator use, to
evaluate the PK profile of brensocatib and its safety compared with placebo. Primary PK
parameters, including maximum plasma concentration (Cn.x), time to maximum
concentration (Tmax), area under the concentration-time curve from 0 to 24 h (AUC,.24), and
half-life (t1,2), were determined on day 1 and day 28. Dose-dependency of brensocatib
exposure was analyzed, and safety and tolerability were assessed through treatment-
emergent adverse events. Data from participants were compared with previous data
from healthy adults and from those with NCFBE.

Results: A total of 29 participants were randomized to treatment, with 21 stratified to the
CFTR modulator group. Baseline characteristics were similar among cohorts. Mean age
was 37.9 (standard deviation (SD) 14.6) years, and most participants exhibited mild-to-
moderate lung disease. PK analysis showed dose-dependent and predictable
brensocatib exposure, with comparable profiles between participants with and without
use of CFTR modulators. In addition, PK profiles in participants were comparable to
those of healthy adults and of those with NCFBE. Pharmacodynamic analysis revealed
dose-dependent reduction in neutrophil serine protease (NSP) activity, reaching
saturation around the 25-mg dose, particularly in blood. Brensocatib at all doses was
well tolerated with no new identified safety signals.
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Conclusions: Brensocatib demonstrated consistent PK profiles independent of CFTR
therapy and comparable to those of healthy and NCFBE adults. Brensocatib reduced
blood and sputum NSP levels. The safety profile was comparable to previous studies,
with no new safety concerns identified, supporting the use of similar dosing for adults
with CF as for other populations. These findings advocate for further investigation of
brensocatib in CF.

Clinical trial registration: NCT05090904.
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